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Az indicatsd in my previous Semi-Anmual repart, wort on this pro-
Ject was to be resusmed on dugust 1, 1952 since we had succeedsd in peciaring
the services of 'y, Isuis A, Cohen, “unds are currently avallable for ihe
support of v, Cohen's work wmtil “arch 31, 1953, An gpplication for the
renewvel of the grant wntil Jjume 30, 195, wns submiited on Mareh 31, 1352,

Puring the past {ive months, Dr, Coben and I have conducted work
on (1) the synthesis of peptidea containing serine and phosphoserine resi-
duse; (2) the use of triflvoroecetic smiywride in peptide synthesisy (3) the
vee of amino aeid thiol esters in peptide synthexis,

Feptides of Gerine and rhosphwserime - Atteriion was fleet divested

10 the development 57 a satisfactory method fur the synthesis of phosphoel-
serins, since the procedures in the litersture leave much to Le desired.
Attempts to obisin this meterial by treatment of the copper complex of
serine with FOC1, or diphemylphwapheryl ehloride (followed by hyédrogenolysis)
were unsvocessful, roseibly because the copper cholate (nvolves the serine

hydroxyl group, 7or this recson, omphasis is now being placed on the
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shosphorylation of carbobensoxy-leserine bensyi esier, woleh has been OoL=
tateesd for the Iirst ifwe 2y the easbobensoxylation 3£ --serine Lensyl
estar, LU a auaber of welhode tesmted, the Dest procecture for the prepasra-
tion of the last nesed compound involves the uss ¢ bensyl aleohol -
kydrogen chloride,

Pralininery experirents heve been perfornsd on the gynihesis of
serine peptices in vhieh hydroxyl creur of serine ig involved in an estler
linkage with Lhe carboxyl sroup o another saino seid. or thie w-’zrk, the
carbobenzoxy=i«gorine benayl ester is 2 valumble starting material, since
it can be treated with the secid chloride of a carbobemroxyamino scid to
give a coupling product that should yleld the dezired O-peptide on
hyérogenvlysis, Some diffisulty has been encountered in perforain; the
covpling resction to give a pure produet, and further work is necessary.

The synthesia ol peptides of l-serine hes been inp_mni Ly zadle
fication of the proecedures described in the literature. It is Md t0
sublect compounds such &s carbobensoxy-l-seryl~ -alanin~ bensyl ester ts
phosphorylation with dibenzyl-hosphoryl chloride and ©o 2bialn the phospho-
serine peptides by hydrogenolysis of the coupling orodust,

Development of lew Hesgente for Peptide “ynthesis - [xperiments

were conducted to examine the possible usefulnese of trifluorcacetic acid
anhydride for ihe synthesis of peptides., Thus, carbobensoxygiveire snd the
anhydiride were allowed te reset, and the mixed anhydride treated with aw
amino acid sster. However, wnder the conditions emcloyed, the vields of

desired produst were inferior to those obtained by older methods, It may
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ne that with sther acylasine acids, the reaction with trifluorcacetic an~

hydride amsy be zore zetisfactorys sueh experismeois &re pleanned,

Ihe use of thiol esters of acylamine sclds for psotide syuthesls

has regcen:ly Deen reported in the iiterature. ilthough we performed pree
limirsry exoeriments slong this lime nrier %o the appearance af this report,
our elf{orts in this direction have heen suspended so ag not to duplicete

atudies known to he conducted alpewhere.

Heapeetfully submitted,

Joseph &, Fruton
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